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CHOY-PIK CHIU, Ph.D. 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Dear Sir: 



I, Choy-Pk Chiu, do hereby declare as follows: 



1. I am the Senior Director of Cell Biology and Pharmacology at Geron Corporation, 
an owner of the invention claimed in this patent application. A copy of my curriculum vitae 
accompanies this Declaration. 



1 





PATENT 
09/042,460 



Docket: 15389-003110 
019/224p 



2. As Senior Director of Cell Biology and Pharmacology, I oversee a variety of 
projects relating to the commercial development of telomerase reverse transcriptase. The 
mouse homolog (mTERT) and its variants provide an important model for the use of 
telomerase reverse transcriptase in clinical medicine. 

I understand the Examiner has asked whether polynucleotides encoding mTERT can 
be used in vivo. 

3. We have used mTERT as part of a project to study the immune response to 
telomerase in mice. A plasmid DNA vector has been constructed in which the mTERT 
coding sequence is placed under control of a modified CMV immediate early promoter in the 
gWiz™ high expression vector from Gene Therapy Systems. The vector has been injected 
into the flanks of mice, and muscle tissue has been recovered after one week for analysis of 
mTERT expression by RT-PCR amplification. As shown in the accompanying gel, mTERT 
mRNA is detected in vector-treated animals, but not in animals injected with saline control. 

4. We have also used mTERT as part of a project to generate a strain of telomerase 
knockout mice. Embryonic stem cells were treated with a vector targeted to the 5' end of the 
mTERT encoding sequence, thus eliminating the start codon and preventing transcription of 
mTERT. Correctly targeted cells were then injected into intact blastocysts, and implanted into 
pseudopregnant females, according to standard techniques in the generation of knockout 
animals. Chimeras have been obtained as indicated by coat color of the offspring, and 
heterozygous mTERT knockout animals are being identified by Southern analysis. These 
heterozygous mice will then be crossbred to obtain homozygous mTERT knockouts. 

5. Work at other laboratories confirms that the mTERT coding sequence can be used 
in vivo. Liu et al. (Curr. Biol. 10:1459, 2000) and Yuan et al. (Genes Cells 4:563, 1999) have 
produced mTERT knockout mice, and studied the characteristics of tissues and cells in these 
mice. Gonzalez-Suarez et al. (EMBO J. 20:2619, 2001) have produced mice in which an 
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extra copy of the mTERT coding region is placed under the control of the keratin 5 promoter, 
causing elevated expression of telomerase in epithelial cells. These mice showed an increased 
rate of wound healing compared with wild-type littermates. (Copies of the references 
accompany this Declaration.) 

5. I hereby declare that all statements made in this Declaration of my own knowledge 
are true and that all statements made on information and belief are believed to be true; and 
further that these statements are made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 
of the United States Code, and that such willful false statements may jeopardize the validity of 
the application, any patent issuing thereon, or any patent to which this verified statement is 
directed. 



Date Choy-Pik Chiu, 
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